The diagnostic role of galactomannan during antifungal prophylaxis. Comment on: "The role of antifungal treatment in hematology".
In a recent Editorial on the role of antifungal treatment in hematology, Maertens et al. analyzed the diagnostic and therapeutic antifungal strategies which are used in particular in neutropenic patients. 1 Among the various topics covered, some observations concerned antifungal prophylaxis. They underlined some critical issues of antifungal prophylaxis including the lack of evidence of its impact on overall survival, the need to redefine clinical end points for future studies on antifungal prophylaxis, and the problem of the reduced incidence of invasive Aspergillus disease in patients receiving a mold-active antifungal which may be partially explained by the lower performance of the galactomannan (GM) enzyme immunoassay.
A retrospective evaluation of the diagnostic performance of the GM assay in patients with invasive aspergillosis was carried out in three trials of prophylaxis and treatment of invasive fungal diseases in stem cell transplant patients.
2 Here, for the first time, it was shown that the diagnostic usefulness of this test while receiving prophylactic treatment or treatment with antifungal drugs is compromised.
Administration of a mold-active antifungal drug on the day of testing decreased the sensitivity of the GM assay from 89% to 52% using a 0.5 cut off. However, in this study it was not specified how many samples had been collected for GM assay while patients were under antifungal prophylaxis or under intravenous antifungal therapy. Furthermore, GM detection tests and radiological exams were performed in absence of a pre-specified diagnostic strategy.
Recent controlled studies demonstrating the efficacy of posaconazole antifungal prophylaxis do not seem to confirm these findings.
3-6 GM assay sensitivity was not reduced by the mold active prophylaxis: 89% in patients receiving posaconazole or itraconazole versus 68% in patients receiving fluconazole or topical polyene (Table  1 ). In particular, in our center we recently applied the same pre-defined intensive diagnostic workup in patients with persistent or recurrent febrile neutropenia regardless of the type of antifungal prophylaxis. It included GM serum detection over three consecutive days, chest computed tomography and other examinations as indicated.
5,7
There was no reduction in the rate of Aspergillus infections documented with the GM assay or in the median value of the serum GM peak in patients receiving posaconazole, and we did not observe any increase in purely clinically documented (possible) pulmonary fungal infections in this group. This would have happened if there had been a lower performance of the GM assay.
A well known cause of failure of antifungal prophylaxis with posaconazole is represented by the erratic gastrointestinal absorption of the drug. 8 Assuming that reduced absorption of posaconazole, leading to sub-therapeutic serum concentrations, could explain the occurrence of breakthrough Aspergillus infections, normal production and spread of GM by the fungal pathogen in these cases seems to be likely, as confirmed by the above studies.
In conclusion, GM assay continues to be the gold standard of microbiological diagnosis of invasive Aspergillus infections in hematologic patients regardless of the antifungal prophylaxis used. 
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